AMENDMENT 
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REMARKS 

Support for the amendments to Claim 61, can be found, 
inter alia, at page 5 and Figure 7B of the present 
specification. At page 5, it is taught that "In a further 
embodiment, the isolated nucleic acid sequence comprises a 
sequence with at least 90% and most preferably 100% in the 
evolutionary conserved domains described in Figure 7" . 
Figure 7B shows the evolutionary conserved sequences in 
homology domain 1, which sequence is shown in SEQ ID NO: 24; 
and the evolutionary conserved sequences in homology domain 2, 
which sequence is shown in SEQ ID NO: 25. 

Hence, the amendments to Claim 61 do not constitute new 
matter, and thus entry is respectfully requested. 

On page 2 of the Office Action, the Examiner states that 
there is no amino acid sequence identifier depicting the amino 
acid sequence in Figure 2 or under the nucleotide sequence of 
SEQ ID NO: 1 . 

Accordingly, Applicants file herewith a Substitute 
Sequence Listing as per the Examiner's request, adding a 
sequence identifier (SEQ ID NO: 23) for the amino acid sequence 
alone . 

Applicants note, the Examiner states that in 
Venter et al, SEQ ID NO: 3129 is identical to residues 6-1429 
of the amino acid sequence encoded by the nucleotide sequence 
of SEQ ID NO:l of the present application. The Examiner also 
states that the C- terminal amino acids of Applicants' sequence 
shows that these amino acids correspond to the C- terminal of 
Venter et al's SEQ ID NO: 312 9. That is, a string of amino 
acids N- terminal of residues of 1464 of SEQ ID NO:l is the 
same as Venter et al's amino acid N- terminal to residue 142 9. 
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However, the Examiner contends that there is a discrepancy of 
40 amino acids (5 at the N-terminal of SEQ ID NO: 3129 and 
4 0 somewhere in between the N and C- terminal of Applicants' 
amino acid sequence) . 

The Examiner is requested to note that Venter et al 
Lgs -Protein has a 5 amino acid longer N- terminus 
(Met-Leu-Ser-Thr-Thr) before the Lgs protein sequence, start 
se q Uence (Met-Pro-Arg-Ser-Pro . . . ) , of the present application. 
This difference is due to an alternative ATG-start codon in 
frame with the ATG-start codon used by Applicants. 

Initiation of translation starts at the so-called start 
codon which is ATG and encodes for Methionine. It is 
well-known that such start codons are flanked by conserved 
nucleotides that probably serve as signal for the translation 
machinery . 

The sequence in vertebrates flanking a translation start 
is known as a Kozak- consensus sequence (Kozak, Nucleis Acid 
Research, 15 (20) (1987)). 

In Drosophila, however, this conserved sequence is 
slightly different and known as the Cavener- consensus sequence 
(Cavener, Nucleic Acid Research, 15 (4) (1987)). 

Whether one applies Kozak or Cavener, in any case, it is 
the flanking region of Applicants, not the Venter- start codon 



- 5 - 



AMENDMENT 

U.S. Appln. No. 10/664,859 



which resembles the Cavener/Kozak consensus sequence (see 
Table below) . 
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Applicants believe that it is more likely that the cloned 
ATG- start codon is the one that is more often used as 
translation initiation than the Venter et al ATG-start codon 
because it has a higher consensus with both the Kozak- and the 
Cavener- sequence, respectively. For this reason, Applicants' 
protein sequence starts with the recited ATG-start codon. 

In addition, in the Venter et al Lgs -protein sequence, 
4 0 amino acids are missing compared to the sequence described 
in the present application. Applicants believe that the 
Venter et al sequence is wrong in this respect for two 
reasons : 

(1) These "additional" 4 0 amino acids have in the 
meantime been confirmed by publicly available sequences, as 
e.g.: 

http : / /www . ncbi . nlm . nlh . gov/entrez /viewer . fcgl?db=nucleotide&:val = l 52 91612 

(2) Furthermore, an alignment of the Legless proteins of 

three Drosophilae, namely D . melanogaster , D . virilis and 

D. psuedoojbscura, reveals that this stretch of 4 0 amino acids 

is highly conserved and present in all three strains (see 

yellow stretch in the ClustalW alignment shown below) . It is 
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therefore very likely that the 
melanogaster contains those 4 0 
present application . 



Legless protein of Drosophila 
amino acids, as shown in the 
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seqD .mel . 
eeqD. virilis 

aeqD.paeudo 



seqD . rael . 

seqD. virilis 

aeqD.paeudo 



MEWSKIQHQFFEERLKGGK PRQVTGTWE QQQTPSGSGGNSLNN 

MEWTKIQQQFFEERLKVGKPACRPSGMPGPGTGAGGE GSQQFLIASGSVSSAGSIVNPSN 
MEWSKICQQFFEERLKGGK ARPGTGPSGE -LIAQTHQQSTGSNQ- 

***.***.******** ** . • * , 

--QVRPLQGPPPPYHSIQRSASVPIATQSPNPSSPNhLSL&SPRTTAAVMGLPTNSPSMD 
SVMRNNVQGPPPPYHPTQRSASVPIATQSPNPSSPM LSLPSPRTAGALG-LPSNSPNMD 
--VRNSLQGPPPPYH5TQRSASVPIATQSPNP8SPN* LSLP9PRTTGAAMGLPAN5P7.WE 

.▼*#***** ***#*★*>**-* ** ** **W * *J*W * V • * *W.*** *. 



aeqD .mel . 
seqD. virilia 
seqD. pseudo 



G TG SLSGS VPQAKT S T VQAGTTTVLSANKNu FQADTP9 PSNQNRS RNTG5 55 — 

IPNSSAASVSTTANMGPITTSKNGFOPDAAGSPSSRHRGAGGNPAN- 

GPG3VPVSTTTAAAVAAAAVAT9QANTMAVHSGgKNqFQApAASP5WQlJSNPNRNRSSGT 



aeqD.mel . 
seqD . virilia 



-VLTHNLSSKPSTPLSHL5PKEFESFGQSS — AGDNMKS RRP9 P QGQRSPVN 

-VLNHHLN5NP5TPIAHLSPKELESFNSTS — SGGDIJKSTRPSPQRPRTPGNGNANPNSS 



seqD. pseudo 



SGVLNHLN3NPSTpL$HLSPKELD3FNQSNStJSGDNMKNRRP3PHRPR5PGN- 
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aeqD.mel . 
seqD. virilia 
seqD. pseudO 



--SLIEAKKDVRFAASSP— GFNPHPHMQSKSNSALNAYKMGSTNIQMERQASAQGGS-V 

NHLIEPNNMD9RFPAT$PGLNFNAHPQLQNNPNtAMNAYKGPNGNNPLERQNCvSGGQPV 

— CLIDASXETRFAASSPGVNFNPHPHMQSNTNTALNAYKV3SSNIAMERQNSAPGGQ-V 

* -*** * * * 
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aeqD.mel . 
3*qD . virilia 
seqD .pseudo 



QFS RRS DNI PLNPNSGNRPPPNKMTQNFDPI S SLAQMSQQLTSCVS SMGS PAGTGGMTMM 
QFARRADNMPLNPNS3NRPPPNKMAQNFDPI33LAQMSgOLTSCVSGVG3PAGG--HNMM 
QFNRRSDNIPLNPNSGNRPPPNKMAQKFDPIS3LAQMSQQLTSCVSSMGSPAGAGGMNMM 

• w »,.**.****** ^ **»•**#* J *•********•■»**•»»#***,. ***** *.** 



seqD. me 1 . 
seqD . viri 1 Is 
aeqD.paeudo 



G GPGPSDINIEHG — IISGLDGSGIDTINQNN CHSMNWMMSMGPRMLN 

G PGPVDMNMEHGGGMVPGLDAT9MDHMSHAAGSNAPNNCHPINPLINSMGgRMLN 

GGAGPGPGPVDINIDHS— MMSGIDSTGMDAMNAQN $CHPMNPLMNPMGQRMLN 

* *wv *.*..*, i. i* *».:» **** 



aeqD.mel . 
seqD. virilia 
seqD. pseudo 



PKMCVAGGPNGPPGFNPNSPNGGLRE NSXGSGCG5ANGSNFQGVVPPGARNMGRM 

PKMAGLS PGFSPG-PNGWRD-- GSGPVGPGSGYHGILPPGARMMGRM 

P KMC IPG APPGFNPMSPNGVIREGLGPGPATGPVPSQGNAPUFHGILPPGARLMGRM 
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aeqD.mel . 
aeqD. virilia 
aeqD.paeudo 



PWFGSNFNPNIOVl^STPliTIOY^^HAWK^^ 

P VNFG PN FN PN I QVKA'9 ? PNTX6^OT\^R^0I?N^V9 NN L &GNVPJ^FSLEFI/QR YAN PQM 
PVTJFGSNraPtUOVTUlS^PNifgyite^ 



aeqD.mel . 
seqD. virilis 
aeqD.paeudo 



GAVGNGSPICPPSA3DGTPGMPGXJWGPGAGGMLMNS3GEQ--HQNKITMNPG-ASNGIN 

ANSVG - — GHTMGNDGGGGPMMIGAGPMNINSPSEQQQOQQNKMGNNHGGNGINMN 

AAGGN V P P S I C P PLG 3 DGGM t VG PG AG PMLMNT S T E QQQ QQM KMAN N P G N FG NGMG 
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aeqD.mel . 
seqD. virilia 
aeqD.paeudo 



FFQMCNQWSIVDEEGGLPG--HDGSMNIGQP9rtIRGMRPHAMRPN-VMGARMPPVN— 

F FQN CNQLTGL D DEG ALGVGWPGH DMS I GQT PMI RGMRP HGMRQ H GGLG VRLQAPGGN I V 
FFQNCNQLSVWEEDATLAG— HDMGMGIGQQ9MIRGMRPHGWRQH-GMGPRLQAPVGNLI 

***«***;; * . .*.*** ,*******». w* . ;* *. . 



aeqD.mel . 
seqD. virilis 

aeqD.paeudo 



--RQIQFAQSSD-GIDCVGDPSSFFTNA3CN3AG — PHMFG5AQQANQPKTQHIKNIPSG 

KRHQGQFPGASDGLOCNDPSVMFSNGPGSCNSS PAMFAAAQ— GQPKGQHIKPLPGN 

NROQIQFTHTADGQLDCGGDPTAIPNNAPCNSSGPGPGMFS5SQQSNQTKPLHLKSMT3G 



* ** 



*** . * ** m . . * .* . * * ;* , 



seqD. mel . 
seqD. virilis 
seqD. pseudo 



MCQNQ$G1*AVAQG QIQLHGQGHAQGQSLIGPTNNNLMSTAGSVSATNGVSGINFVGP 

MCOSOWPNVGMQGPAPVgVQGQGHPG MGGPNNSNLMSSVGNGGGSGGGIGVNFVGP 

MCQNPTGVGVGVG-STPV0AQI0AQGQGQ3IIGP3NNNIMSGASN$TSN-GATGVNFVGP 
*** . * . 



**.*.*:** 



* ******* 



seqD. mel . 
geqD. virilia 
seqD. pseudo 



3STDLKYAQ0YHSFQ0QLYATNTRSQQQQHMHQQHQ3NMITHPPNLSPNPTFFVNK 
SSNDLRYAQ0YHSF0QQLYATNTR3QQQQQQ-Q0GGGNMIAMPSNLSPNPAFFVNK 
SSNDLKYAQ0YH9FQQQLYATNTR5QQQQQMQQQQG-MMIAMPPNL3PMPAFFVNK 

** *****************»******-*. ** ***;**.****** ; w***» 
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Sequences used for alignment: 
Drosophila melanogaster: 

http : //www. ncbi . nlm . nih . gov/ent re z/ viewer . fcgl?db=protein&val=2 13 56901 
Drosophila virilis : 

http : //www. ncbi . nlm . nih . gov/entrez/viewer . f cgl?db=protein&val=8 924 3 276 
Drosophila psuedoobscura: 

http : //www. ncbi . nlm . nih . gov/entrez/viewer . f cgl?db=protein&val=54 64 0155 
Website used for alignment: 

http : //www. ch . embnet . org/sof tware/ClustalW . hmtl 

Applicants further note, the Examiner states that 
Venter et al's SEQ ID NO: 3129 is 1429 amino acids in length of 
which amino acids 6-1429 are identical to the "computer 

» 

readable" form of Applicants' sequence. However, the Examiner 
contends that Applicants 7 sequence is only 1464 amino acids 
long in "paper" form. It is the Examiner's position that 
amino acids 1140-1179 of the "paper" form of Applicants' 
sequence is missing in SEQ ID NO: 3129 at amino acid 
positions 1144-1151 of SEQ ID NO: 3129. That is, the 

nucleotides encoding these same amino acids 

(nucleotides 5482-5601 of SEQ ID NO:l) are missing from the 
"computer readable" form of Applicants' SEQ ID NO:l. The 
Examiner concludes that the "paper" copy and the "computer 
readable" form of SEQ ID NO:l are not identical. 

During a telephone conference with the Examiner on 
December 7, 2 0 05, the Examiner agreed that, in fact, the 
"computer readable" form and the "paper" are identical. Thus, 
this aspect of the Examiner's rejection appear to be moot. 

On page 3 of the Office Action, the Examiner notes some 
informalities which need to be corrected with respect to 
typographical errors and the lack of sequence identifiers. 
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Accordingly, Applicants submit herewith a Substitute 
Specification (and marked-up copy thereof) which incorporates 
the Examiner's requested amendments. 

Additionally, Applicants note that the Examiner's 
objection to pages 18 and 3 9 were previously addressed in the 
Preliminary Amendment filed September 22, 2003. 

Furthermore, Applicants are filing simultaneously 
herewith, a Submission of Replacement Drawings. In light of 
such, Applicants are hereby amending the specification, as 
shown in the Substitute Specification, to be consistent with 
the drawings as filed. 

On page 4 of the Office Action, the Examiner requests 
that Applicants update the status of Parent Application 
No. 09/915,543. 

Accordingly, Applicants hereby incorporate this 
amendment, as requested by the Examiner, in the Substitute 
Specification filed herewith. 

Further, on page 4 of the Office Action, the Examiner 
objects to the specification at pages 23, 29 and 41 because it 
contains hyperlinks. The Examiner contends that the 

expression " http : // " should be removed from the specification. 

Accordingly, Applicants hereby incorporate this 
amendment, as requested by the Examiner, in the Substitute 
Specification filed herewith. 

In addition, on page 4 of the Office Action, the Examiner 
rejects Claims 61-66 under 35 U.S.C. § 112, second paragraph. 

Specifically, the Examiner states that Claims 61 and 62 
refer to nucleotide SEQ ID NO:l as both the nucleic acid 
encoding and the amino acid sequence depicting digs. 

Applicants file herewith a substitute Sequence Listing 
providing a new sequence identifier (SEQ ID NO: 23) for the 
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amino acid sequence, and as a result amend Claim 61 to 
reference the new sequence identifier, instead of SEQ ID NO:l. 
Thus, this rejection is now believed to be moot. 

Finally, the Examiner states that the Claim 61 refers to 
amino acids 1-1464 of SEQ ID NO:l while the computer readable 
form of the translation of SEQ ID NO:l depicts only amino 
acids 1-1429. 

As noted above, the Examiner has admitted her error, 
i.e., the computer readable form also contains amino 
acids 1-1464. 

On page 5 of the Office Action, the Examiner rejects 
Claims 61-66 under 35 U.S.C. § 112, first paragraph as lacking 
written description. 

Specifically, the Examiner states that there is no 
support for Claim 65 in the present application, i.e., 
Claim 65 refers to chimeric polypeptides comprising digs and 
the glutathione-S- transferase, thiroedoxin or an antibody. 
However, the Examiner contends that the specification, at 
page 6, paragraph 2, states that the chimeric antibodies will 
comprise digs and an epitope of sequence tag, 
glutathione-S- transferase, (J -galactosidase or alkaline 
phosphate. That is, the Examiner contends that the inclusion 
of thioredoxin or an antibody as being part of the chimeric 
antibody with dLGS is new matter. 

For the following reasons, Applicants respectfully 
traverse the Examiner's rejection. 

The Examiner is requested to note that original Claim 21 

referred to a chimeric molecule containing the thioredoxin 

moiety and an antibody. As the original claims are part of 

the specification as filed, the Examiner's rejection has been 

rendered moot by the amendment to page 6 of the specification 
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to include the thioredoxin moiety and an antibody so as to 
provide antecedent basis. 

The Examiner also contends that the specification does 
not describe variants of the amino acid sequence having at 
least 90% identity to the amino acid sequence encoded by SEQ 
ID NO:l or biologically active fragments. 

Applicants hereby amend Claim 61 to recite that the 
polypeptide has at least 90% sequence identity and the 
fragment inhibits tcf-driven luciferase activity in colon 
cancer cells, thereby rendering moot this aspect of the 
Examiner's rejection. 

On page 6 of the Office Action, the Examiner rejects 
Claims 61-63 and 66 under 35 U.S.C. § 102(e) as being 
anticipated by Venter et al . 

For the following reasons, Applicants respectfully 
traverse the Examiner's rejection. 

As noted above, the present sequence is different in five 
less amino acids in the beginning of the sequence since the 
Drosophila sequence has an alternative start codon compared to 
Venter et al's sequence, and in the additional 40 amino acids 
not taught in Venter et al . 

Accordingly, Applicants respectfully submit that the 
present invention is not taught or suggested by Venter et al, 
and thus request withdrawal of the Examiner's rejection. 

In view of the amendments to the specification and claims, 
and the arguments set forth above, reexamination, 
reconsideration and allowance are respectfully requested. 
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The Examiner is invited to contact the undersigned at his 
Washington telephone number on any questions which might arise. 

Respect^wily^ submitted, 

Gp^do^^ 
Registration No. 30,764 

SUGHRUE MION, PLLC 

Telephone: (202) 293-7060 
Facsimile: (202) 293-7860 

WASHINGTON OFFICE 

23373 

CUSTOMER NUMBER 

Date: May 23, 2006 
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SUBMISSION OF REPLACEMENT 
DRAWINGS AND PETITION FOR 
ACCEPTANCE OF COLOR PHOTOGRAPHS 
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No. 19-4880. Please also credit any overpayments to said 
Deposit Account. A duplicate copy of this transmittal letter 
is attached. 

Respectfully; submitted, 



SUGHRUE MI ON, PLLC 

Telephone: (202) 293-7060 
Facsimile: (202) 293-7860 

WASHINGTON OFFICE 

23373 

CUSTOMER NUMBER 

Date: May 23, 2006 
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